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DETAILED ACTION 

1. Claims 1 and 34-81 are all the pending claims for this application and all the 
claims subject to lack of unity restriction. 

2. Claims 36, 45, 55, 62 and 63 are drawn to the formula "-(Xaai) m C(Xaa 2 ) n 
Applicants are requested to elect a single number for each of "m" and "n" in addition to 
the amino acid residues for each of Xaai and Xaa 2 . 

3. Claims 40, 56 and 57 are drawn to amino acid sequences > four (4) amino acids 
in length, and require sequence identifiers pursuant to 37 CFR 1.821 (c) and/or (d): 

Claim 40: X^ X 2 X 3 VSX 4 
Claim 56: Xi X 2 X 3 V S X 4 
Claim 57: X^ X 2 X 3 V S X 4 . 

Applicants are required to identify the above-referenced sequences with 
sequence identifiers in addition to any other sequences that may not be properly 
identified. 

4. Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which 
are not so linked as to form a single general inventive concept under PCT Rule 13.1. 

To have a general inventive concept under PCT rule 13.1, the inventions need to 
be linked by a special technical feature. The special technical feature recited in claim 1 
is an antibody molecule containing a heavy chain comprising a modification in the a3 or 
mu domain, where the modification occurs within the C-terminus 18 amino acids in 
order to remove or reduce the effectiveness of vacuolar targeting signal sequences. In 
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view of this, the combination of Frigerio et al. (Plant Physiology 123:1483-1493 (August 
2000); cited in the IDS of May 18, 2005), Vitale and Raikhel (Trends in Plant Science 
4(4): 149-1 55 (April 1999); cited in the IDS of May 18, 2005)) and Koide et al. (Plant Cell 
Physiol. 40(11):1152-1159 (1999)) reads on the technical feature of the invention. 

Frigerio discloses that vacuolar delivery of slgA (C-alpha 2 and C alpha 3)/G in 
plants is mediated by the alpha domains present in the hybrid alpha/gamma-heavy 
chains and indicates that plant secretory system recognizes cryptic vacuolar signaling 
domain in that delivers the hybrid molecule to the vacuole rather than being secreted. 
Frigerio discusses several vacuolar signaling domains recognized in other plant proteins 
and which may bear homology to the alpha domain. 

Vitale and Raikhel disclose peptides involved in the sorting of soluble vacuolar 
proteins which comprise VS or SV repeats and are found, for example, in C-terminal 
propeptides of plants. 

Koide discloses the VS and SV repeats in potato PT20 protein as important in 
vacuolar trafficking of the protein. 

The references result in rendering the invention obvious because it would have 
been obvious to combine the teachings to produce the claimed technical feature by 
substituting or deleting residues in the C-terminal portion of the alpha domain in order to 
reduce the effectiveness of vacuolar targeting because in modifying the C-terminal 
portion of the hybrid protein, the amount of secreted protein would have been 
increased. Therefore the technical feature recited in claim 1 is not special. Accordingly 
the groups are not so linked as to form a single general concept under PCT Rule 13.1. 
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5. In accordance with 37 CFR 1.499, applicant is required, in response to this 
action, to elect a single invention to which the claims must be restricted. 

Group 1 , claim(s) 1 , 34-44, 46, 48, 50 and 52, drawn to a method of making an 
antibody with a modified heavy chain alpha 3 or mu domain comprising modifying the 
the C-terminus 18 amino acid residues in order to reduce or eliminate the vacuolar 
targeting of the antibody. 

Group 2, claim(s) 45, 47, 49, 51 and 53, drawn to a method of adding a J-chain 
binding capability to the heavy chain of an antibody by introducing a synthetic tail 
comprising amino acid sequence -(Xaai) m C(Xaa 2 ) n . 

Group 3, claim(s) 54, 56, 58, 60. 62, 64 and 66, drawn to an antibody having a C- 
terminus modified heavy chain comprising an alpha 3 or mu domain lacking one or 
more targeting signals. 

Group 4, claim(s) 55, 57, 59, 61 , 63, 65 and 67, drawn to an antibody comprising 
-(Xaai) m C(Xaa 2 ) n and capable of binding to a J-chain. 

Group 5, claim(s) 68, drawn to a method of treating a disease comprising 
administering an antibody having a C-terminus modified heavy chain comprising an 
alpha 3 or mu domain lacking one or more targeting signals. 

Group 6, claim(s) 69, drawn to a method of treating a disease comprising 
administering an antibody comprising -(Xaai) m C(Xaa 2 ) n and capable of binding to a J- 
chain. 
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Group 7, claim(s) 70, drawn to a method of prophylaxis comprising administering 
an antibody having a C-terminus modified heavy chain comprising an alpha 3 or mu 
domain lacking one or more targeting signals. 

Group 8, claim(s) 71, drawn to a method of prophylaxis comprising administering 
an antibody comprising -(Xaai) m C(Xaa 2 ) n and capable of binding to a J-chain. 

Group 9, claim(s) 72, 74 and 76, drawn to vectors and host cells comprising 
nucleotides encoding an antibody having a C-terminus modified heavy chain comprising 
an alpha 3 or mu domain lacking one or more targeting signals. 

Group 10, claim(s) 73, 75 and 77, drawn to vectors and host cells comprising 
nucleotides encoding an antibody comprising -(Xaai) m C(Xaa 2 ) n and capable of binding 
to a J-chain. 

Group 11, claim(s) 78, drawn to a transgenic plant comprising a nucleotide 
encoding an antibody having a C-terminus modified heavy chain comprising an alpha 3 
or mu domain lacking one or more targeting signals. 

Group 12, claim(s) 79, drawn to a transgenic plant comprising a nucleotide 
encoding an antibody comprising -(Xaai) m C(Xaa 2 ) n and capable of binding to a J-chain. 

Group 13, claim(s) 80, drawn to an immunoassay comprising an antibody having 
a C-terminus modified heavy chain comprising an alpha 3 or mu domain lacking one or 
more targeting signals. 

Group 14, claim(s) 81, drawn to an immunoassay comprising an antibody 
comprising -(Xaai) m C(Xaa 2 ) n and capable of binding to a J-chain. 
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6. The inventions listed as Groups 1-14 do not relate to a single general inventive 
concept under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or 
corresponding special technical features for the following reasons: As set forth above, 
in view of the teaching of Frigerio et al., Vitale and Raikhel and Koide et al., the groups 
are not so linked as to form a single general concept under PCT Rule 13.1 because the 
technical feature of claim 1 is not special. 

7. The methods of Groups 1, 2, 5-8, 13 and 14 differ in the method objectives, 
method steps, intended populations and parameters and in the reagents used. The 
method of Group 1 requires an antibody having an alpha 3 or mu chain domain and a 
nucleotide encoding the chain, and introducing any modification anywhere in the C- 
terminal 18 amino acids of the domain in order to reduce or eliminate vacuolar targeting 
signal sequences and further expressing the antibody from a host cell; the method of 
Group 2 requires a nucleotide sequence for a heavy chain and introducing a tail 
sequence comprising amino acids -(Xaai) m C(Xaa 2 ) n , in order to add a J-chain binding 
capability to the heavy chain of the antibody; the method of Group 5 requires a patient 
having any disease and an antibody having a C-terminus modified heavy chain 
comprising an alpha 3 or mu domain lacking one or more targeting signals, and 
administering the antibody in order to treat the disease; the method of Group 6 requires 
a patient having any disease and an antibody comprising -(Xaai) m C(Xaa 2 ) n and 
capable of binding to a J-chain, and administering the antibody in order to treat the 
disease; the method of Group 7 requires a patient or animal and an antibody having a 
C-terminus modified heavy chain comprising an alpha 3 or mu domain lacking one or 
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more targeting signals, and administering the antibody in order to achieve prophylaxsis; 
the method of Group 8 requires a patient or animal and an antibody comprising -(Xaai) m 
C(Xaa 2 ) n and capable of binding to a J-chain, and administering the antibody in order to 
achieve prophylaxsis; the method of Group 13 requires any immunoassay and an 
antibody having a C-terminus modified heavy chain comprising an alpha 3 or mu 
domain lacking one or more targeting signals; and the method of Group 14 requires any 
immunoassay and an antibody comprising -(Xaai) m C(Xaa 2 ) n and capable of binding to 
a J-chain. The examination of all groups would require different searches in the U.S., 
foreign and international patent literature and the scientific literature and would require 
the consideration of different patentability issues. Thus the methods of Groups 1,2,5- 
8, 13 and 14 are separate and distinct in having different method steps, different 
intended populations and different endpoints and are patentably distinct. 
8. Inventions of Groups 3, 4 and 9-12 represent separate and distinct products 
which are made by materially different methods, and are used in materially different 
methods which have different modes of operation, different functions and different 
effects. Groups 3 and 4 are antibodies, Groups 9 and 10 are nucleic acids, and Groups 
1 1 and 12 are transgenic plants. As between the antibodies, each is structurally and 
functionally independent and distinct for the following reasons: each antibody has a 
unique amino acid sequence, each antibody has a different modified heavy chain 
domain which confers a different property on the molecule, and each antibody binds to 
a different epitope and each antibody has its own unique ability to stimulate an immune 
response and/or binding affinity to an antigen or epitope. The antibody proteins, the 
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nucleic acids and the transgenic plants are all structurally and functionally distinct. The 
examination of all groups would require different searches in the U.S., foreign and 
international patent literature and the scientific literature and would require the 
consideration of different patentability issues. Thus the products of Groups 3, 4 and 9- 
12 are separate and distinct in having different structural and functional properties and 
are patentably distinct. 

9. Inventions of Group 3 and Groups 5, 7 and 13; Group 4 and Groups 6, 8 and 14; 
Group 9 and Group 11; and Group 10 and group 12 are related as product and process 
of use. The inventions can be shown to be distinct if either or both of the following can 

be shown: (1) the process for using the product as claimed can be practiced with 

j 

another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the method of treating a disease or producing prophylaxsis can be practiced with a 
materially different product such as chemotherapy, small molecule drugs, nucleic aids 
strategies such as anti-sense or DNA vaccines, etc. As for the immunoassay, it can be 
practiced with a materially different reagent such as a ligand or a protein or another 
antibody. As for the transgenic plant, a transgenic plant can be produced with another 
materially different nucleic acid or recombinant construct. 

10. Inventions of Groups 1 and 3; and Groups 2 and 4 are related as process of 
making and product made. The inventions are distinct if either or both of the following 
can be shown: (1) that the process as claimed can be used to make another and 
materially different product or (2) that the product as claimed can be made by another 
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and materially different process (MPEP § 806.05(f)). In the instant case the process of 
Group 1 can be used to make materially different proteins such as any modified non- 
antibody protein containing a vacuole signaling sequence that otherwise accumulates in 
the vacuole. As for the process of Group II any protein could have a J-chain inserted to 
produce a dimeric protein with improved secretory properties. 



10. The examiner has required restriction between product and process claims. 
Where applicant elects claims directed to the product, and the product claims are 
subsequently found allowable, withdrawn process claims that depend from or otherwise 
require all the limitations of the allowable product claim will be considered for rejoinder. 
AN claims directed to a nonelected process invention must require all the limitations of 
an allowable product claim for that process invention to be rejoined. 

In the event of rejoinder, the requirement for restriction between the product 
claims and the rejoined process claims will be withdrawn, and the rejoined process 
claims will be fully examined for patentability in accordance with 37 CFR 1.104. Thus, to 
be allowable, the rejoined claims must meet all criteria for patentability including the 
requirements of 35 U.S.C. 101, 102, 103 and 112. Until all claims to the elected product 
are found allowable, an otherwise proper restriction requirement between product 
claims and process claims may be maintained. Withdrawn process claims that are not 
commensurate in scope with an allowable product claim will not be rejoined. See MPEP 
§ 821 .04(b). Additionally, in order to retain the right to rejoinder in accordance with the 
above policy, applicant is advised that the process claims should be amended during 
prosecution to require the limitations of the product claims. Failure to do so may result 
in a loss of the right to rejoinder. Further, note that the prohibition against double 
patenting rejections of 35 U.S.C. 121 does not apply where the restriction requirement . 
is withdrawn by the examiner before the patent issues. See MPEP § 804.01. 



1 1 . Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one 
or more of the currently named inventors is no longeron inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.1 7(i). 



Application/Control Number: 10/535,433 Page 10 

Art Unit: 1643 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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